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We claim: 





An isolated substantially homogeneous mp\ ligand polypeptide. 

The mp\ ligan\ polypeptide of Claim 1 selected from the group cortsisting of 

(a) a fragment polypeptide; 

(b) a variant polypeptide; and 

(c) a chimer^ polypeptide. 

The mp/ li^tend polypeptide of Claim 1 selected from the group consisting of 

(a) the polypeptide that is isolated from a mammal; 

(b) th\ polypeptide that is made by recombinant means; and 

(c) the (aolypepWde that is made by synthetic means. 

The mp/ ligand polyoeptide of Claim 1 selected from the group consisting of 

(a) the polypeptide that is human; and 

(b) the polypei^ti^fiJhatJs non-immunogenic in a human. 

An isolated subs^ntially ftomogeneou^ rr7p/ agonist characterized in that: 

(a) the agonist s*if^^ the incorporation of labeled nucleotides (^H 
thymidine) into th^ DN^yof \rZ dependent Ba/F3 cells transfected with human.mp/ P; 
or 

(b) the agonist stimul^es ^^S incorporation into circulating platelets in a 
platelet rebound assay. 

A fragment polypeptide according to Claim 2. wherein the amino acid sequence of the 
polypeptide comprises amino acid residues 1 to X of Fig. 1 (SEQ ID NO: 1), where X is 
selected from tioe group 153, 164, 191, 205, 207, 217, 229, 245 and 332. 

A fragment polypeptide accoVding to Claim 6. wherein the amino acid sequence of the 
fragment polypeptide comprid 



SPAPPACDLRVLSKlLLRbSfkWL / (SEQ ID NO; 
HSRLSQCPEVHPLP^VIXPAVDF (SEQ ID NO 
SLGEWKTQMEETKAQDIL($AVTL (SEQ ID NO; 
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LLEGVMAARGQLGPTCLSSLL (SEQ ID NO 

GQLSGQVRLLLGALQS (SEQ ID NO 

LLGTQLRPQGRTTAHKDPNAIF (SEQ ID NO 

LSFQHLLRGKVRFLMLVGGSTLCVR (SEQ ID NO 




8. The polypeptide of 0(aim 6 that is unglycosylated. 

9. An isolated substantially homogeneous mpl ligand polypeptide sharing at least 807o 
sequence identity with the polypeptide of Claim 6. 

10. The polypeptide of Claim 9y wherein X is 153. 

11. An isolated polypeptide encoded by a nucleic acid having a sequence that hybridizes under 
moderately stringent conditions to the nucleic acid molecules having a nucleic acid 
sequence provided in Fig. 1 (SBp ID NO: 2). 

12. The polypeptide of Claim 11 that Is biologically active. 



13. The polypeptide of Claim 1 se)&dted froi 
R154A), hML2. hML3, hML4, mML. M 



the group hML, hMLisa, hML(R153A. 
. rhML3. pML, and pML2. 



14. A chimera comprising the mpl ligand of jb\am 



ised to a heterologous polypeptide. 



15. The chimera of Claim 14 wherell 
polypeptide. 



the hBterologous polypeptide is an immunoglobin 



16. The chimera of Claim 14 wherein the he|erologous polypeptide is an interlukin 
polypeptide. 



17. 



18. 



A chimera comprising the N*terminus residues 1 to about 153 to 157 of hML 
substituted with one or rnore, but not all, of the human EPO residues added or substituted 
into the N-terminus residues of hML at positions corresponding to the alignment shown 
in Fig. 10. ^ 



df Diraini 



An antibody that is capable c^^^t^^ir^ the mpl ligand polypeptide of Claim 6. 
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19. A hybridomabell line producing the antibody of Claim 17. 

20. An isolated nuclera; acid molecule encoding the mpl llgand polypeptide of Claim 1. 

21. An isolated nucleic acid molecule encoding the mpl ligand polypeptide of Claim 6. 

22. An isolated nucleic kcid molecule comprising the open reading frame nucleic acid 
sequence shown in Fig\ 1 (SEQ ID NO: 2) . 

23. The isolated nucleic acid molecule of Claim 20 encoding a mpl ligand polypeptide selected 
from the group hML, hf^isa. hML(R153A, R154A). hML2, hMLS, hML4, mML. 
mML2, mMLS. pML. and pi 

24. An isolated nucleic acid moleculte selected from the group consisting of 
{ a ) a cDNA clone comprising\the nucleotide sequence of the coding region of the mpl 

ligand gene; 

( b ) a DNA sequence capable ^f hybridizing under stringent conditions to a clone of 

(a); and 

( c ) a genetic variant of any of tl\e DNA sequences of (a) and (b) which encodes a 
polypeptide possessing a biologica\ property of a naturally occurring mpl ligand 

polypeptide. 



25. An isolated DNA molecule having a s^<(uence dapable of\»ybridi2ing to a DNA sequence 
provided in Fig. 1 (SEQ ID NO: 2f under\mofferately stpffigent conditions, wherein the 
DNA molecule encodes a biologically active mpl llgaDd^lypeptide. 

26. The nucleic acid molecule of Clanyi 23 fynhe\ comprising a promoter operably linked to 
the nucleic acid molecule. 



27. An expression vector comprising the nucleic acid\sequence of Claim 23 operably linked 
to control sequences recognized by a host cell transformed with the vector. 

28. A host cell transformed with the vector of Claim 27. 



29. A method of using a nucleic acid molecule encoding \hkmpl ligand polypeptide to effect 
production of the mpl ligand polypeptide comprising cutttking the host cell of Claim 28. 



/5I7 
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30. The method of Cliim 29 wherein the mpl ligand polypeptide is recovered from the host 
cell. 

31 . The method of Claim \9 wherein the mpl ligand polypeptide is recovered from the host 
cell culture medium. 

32. A method of determining the presence of mpl ligand polypeptide, comprising hybridizing 
DNA encoding the mpl ligand polypeptide to a test sample nucleic acid and determining the 
presence of mpl ligand polypeptide DNA. 

33. A method of amplifying a nucleic acid test sample comprising priming a nucleic acid 
polymerase reaction with nucleicWid encoding a mpl ligand polypeptide. 

34. A composition comprising the mp Ajigand polypeptide of Claim 1 and a phamiaceutically 
acceptable carrier. 



35. A method for treating a mammal h 
administering to a mammal in need 
of the composition of Claim 34. 



or at risk for thrombocytopenia comprising 
of ^ch treamfent a /therapeutically effective amount 



36. The composition of Claim 34 further comprising a therapeutically effective amount of an 
agent selected from the group consis^Dgr^f a cytokine, colony stimulating factor, and 
interleukin. 



37. The composition of Claim 36 wherein the ageftt is selected from LIF, G-CSF, GM-CSF, 
M-CSF. EPO, IL-1. IL-2. IL-S, IL-5, IL-6, 11^7, IL-B, IL-9 and IL-II. 




